To the Editor,
Human brucellosis remains the most common zoonotic disease worldwide, with more than 500,000 new cases annually. It is still a serious and uncontrolled public health problem in many countries, including Tunisia. Human brucellosis is a multisystem disease that may present with a broad spectrum of clinical manifestations and its complications can affect almost all organs and systems, with varying incidence.
Vascular complications of Brucella infection have rarely been reported in the medical literature. By searching MEDLINE, eight cases of deep vein thrombosis (DVT) associated with acute brucellosis have been reported [1] [2] [3] [4] [5] [6] [7] [8] . We describe a new case of DVT in the left leg in association with acute brucellosis.
A 52-year-old Tunisian man was admitted to our hospital with a 4-day history of fever and left calf pain associated with myalgia and night sweats. He also reported the ingestion of raw sheep milk. The patient was febrile, to 38.3°C. Homan sign was positive on the left. The circumference of his left calf was 3 cm larger than that of the right. Palpation of the right sacroiliac joint was painful. The rest of the physical examination was unremarkable. A Doppler ultrasound study showed a thrombosis in the left femoral vein. Laboratory examinations revealed the following results: white blood cell count 7,300 cells/mm 3 (neutrophils, 49%), platelet count 275,000/mm 3 , erythrocyte sedimentation rate 30 mm, and C-reactive protein 43 mg/dL. Results of other routine biochemical blood tests were all normal. Protein C, protein S, antithrombin III, and activated protein C resistance activity were within normal ranges, and anticardiolipin and lupus anticoagulant were negative. The chest X-ray and abdominal ultrasound were normal. An anteroposterior X-ray of the pelvis showed grade II sacroiliitis of the right sacroiliac joint. Standard tube agglutination testing of initial samples were positive for antibodies to Brucella (titer, 1/640).
Based on the history of ingestion raw sheep milk, fever associated with myalgia and night sweats, the presence of sacroiliitis, and a positive Wright test, a diagnosis of acute Brucella infection associated with a DVT in the left leg was made. The patient was treated with rifampicin 900 mg/ day and doxycycline 200 mg/day combined with low molecular weight heparin. The treatment durations for both anticoagulant and brucellosis were extended to 3 months. After a follow-up period of 9 months, the patient was as-Koubaa M, et al. Deep vein thrombosis associated with acute brucellosis ymptomatic and, during this period, no recurrence of brucellosis or DVT was observed.
Vascular complications of brucellosis are rare; the arteries are more affected than veins. Arterial complications of brucellosis include aneurysm formation in diverse arteries, such as the aorta, brachial, tibioperoneal, and cerebral arteries, with or without underlying endocarditis. Cutaneous vasculitis has also been noted. Vein thrombosis is a rare vascular complication in acute brucellosis. In 1973, Romem et al. [8] reported the first case of brucellosis complicated with central vein thrombosis. Since this publication, seven further cases of vein thrombosis due to brucellosis have been reported. Table 1 shows demographic data and clinical and laboratory findings of the eight case reports of brucellosis complicated with vein thrombosis. Thrombosis involved the portal vein [7] , the central retinal vein [8] , the cerebral vein [6] , and the lower limb veins [4] in one case each. Acute brucellosis was associated with DVT in the legs in four patients (three men, one woman). The diagnosis of DVT in the leg was made before the onset of other clinical features of brucellosis in one case [2] and concomitant with the diagnosis of brucellosis in two [3, 5] . The duration between DVT diagnosis and the occurrence of brucellosis clinical features was 4 weeks. One patient had a history of brucellosis [1] .
Suggested mechanisms by which brucellosis may cause DVT include induction of inflammation by the infectious process in adjacent tissues, direct endothelial damage, granulomatous endophlebitis, compression from a local soft tissue mass or abscess, induction of a transient hypercoagulable state, and an immune reaction in the vessel wall to a Brucella antigen. In the present case, protein C, protein S, and antithrombin III levels, and activated protein C resistance activity were normal, and no antiphospholipid antibodies were detected. Also, no local infection adjacent to his left leg deep veins was observed in his illness. Thus, it is possible that granulomatous endophlebitis or a possible immune reaction in the vessel wall to a Brucella antigen was responsible for the patient's DVT. DVT is a rare complication of brucellosis. We report a new case of leg thrombophlebitis revealing acute brucellosis. The present case and the others reported previously suggest that brucellosis must be considered in patients suffering with DVT, particularly in patients from Brucella-endemic areas.
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